NOU 06 2002 17: 46 PR 



TO 17033057939 P. 09 



56 <Ne«) The express**, vector of clata. 53. wherein a. 1- one of said silencer 

(NRS) transcription factor binds. 

57. (New) The expression vector of claim S3, wherein at least one of said silencer 
elements is a negative regulatory element (NRH) or repressor. 

58 (New) The expression vector of claim 53, wherein at least one of said 
^nditionally inducible elements is a hypoxia response enhancer (HRE)e.e m ent to which 
hypoxia inducible factor- 1 (HIF-1) transcription factor binds. 

59 (New) The expression vector of claim Ss/wherein at least one of said 
conditionally inducible elements is an NF-kB responsive clement to which NF-kB 
transcript ion factor binds. 

RP.MAKKS 

The specification has been amended at page 1 0, lines 1 6-29. to incorporate the 
language and disclosure of originally filed claim, 13 and 16. A marked version showing the 
amendments to the specification is attached hereto as Exhibit A. This amendment « 
supported by originally filed claims 1 1 , 1 3 and 1 6, and u , tire specification at page 36 Jmes 
17-24 The above-made amendments contain no new matter. See Exhibit A. 

Claims 1-41 are pending in the application. Claim 30 has been canceled, and cLu.us 
o 8 .20 and 31-41 have been canceled as drawn to non-elected subject matter, without 
prejudice to Applicants' right to prosecute these chums in related application, In the instant 
amendment, claims 1, 3, 4, 6, 7, 1 1, 13 and 1 6-23 have been amended to clanfy the present 
invention New claims 42-59 have been added. Upon entry of the above-made amendment, 
clauns 1-27 and 42-59 will be pending. A marked version of the amended claims showing 
changes made is attached hereto as Exhibit B. A clean version of the pending clatms. as 
amended, is attached hereto as Exhibit C. 

Support for die amended claim recitations and for the new claims may be found m the 

specification as follows: 

Claim gnppnrt in specification 

, Page 3. lines 19-22; page 3, line 26 to page 4, line 5 
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3 Page 11, lines 15-18 

4 Page. 1 1, lines 15-18; page 21, Hne 31 to page 22, line 8 

6 Page 11, lines 15-18, 23-25; page 21 , line 31 to pa*e 23, line 8 

7 Page 10, lines 11-12; page 21, lines 31-32 
U Example 3; FIG. 3 

^ ' Original claim 13 

, 6 Original claim 16; page 12, lines 1-11 

j 7 Example 3 

j 8 page'l 3. lines 30 to page 1 5, line 9 

19 Page 13, lines 2-9 

20 Pag c 14, lines 2-5; page 17, lines 16-22; page 20, lines 22-26; 

page26 3 lines 25-3 1 

21 Page 6, lines 10-1 1 

22 Page 8, lines 8-12 

23 .Page 19. lines 7-10 

42 Page 9, lines 13-18 

43 Page 8, lines 8-10 

44 Page 8, lines 8-11 

45 Page 8, lines 8-1 1 

46 Page 6, line M to page 7, line 3 

47 page 6. line 32 to page 7, line 3 
4g Example 1 

49 Example 1 

50 Example 1;FIG.2 

51 Example 1 
32 Example 1 

53 Page 6, lines 7-10; page 9, lines 32-33 

54 page 1 1 , line 1 6; Example 1 

55 Pa#; 11, lines 15-18 

Mi Page 10, lines 11-12; page 30, lines 31-32 

57 page 10, lines 3-15; Example 1 

58 Example 1 
5<j Example 3 
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No new ma««r has l~n aUed by ft. ^endments to claims 1 , 3, 4, 6 7 1 1 , 1 3 ^ 

rO]iICLysiQH 

Applicant, respect^llyrequesteniryofthc foregoing a.endxnent and remarks into 
the Die of the above-identified application. 

Respectfully submitted, 



Date November 6, 2002 ,4ft „ I'mif A/( • ^'^rTTT 
AdriancM. Antler (Reg. wo.) 

PENNIE & EDMONDS llp 

1 155 Avenue of the Americas 
New York, New York 10036 271 1 
(212) 790-9090 

Enclosures 
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EXHIBIT A* MARKED VERSION SHOWING CHANGES MADE IN THE 
EXHI a. SPECIFICATION 

n S PATENT APPLICATION SF.RIALNO. 09/723,326 
(ATTORNEY DOCKET NO. 10989-004-999) 

(As amended November 6, 2002) 



Ptorcplacctheparagraphatpage lO.lincs l6-29with the followmg paragraph: 
A "conditionally inducible element" is an clement of the express,™ vector that 

i «. transcriDtion of a downstream expressed region under inducing 
confers positive regulation on transcription oi * u r 

e.ndiuons. k may h. obtained Don, creancer regtons ** are also conditicnaUv rnducrble, 
b „ consmutivcly active enh»ccr, that increase b*»l trarrscriptiou under moa, or all 
conditions [is) MS not [a, preferred [source] for condinonal.y indue* elements^ 

Removal of. conditionally inductble element from an expression veetor wou M be expected 
* decrease expression of a downstream re*k» under mdueing conditions. As desc-nbed 
above, it may be preset at leas, one, t«o, three, four, five, «* or more rimes as a 
homomultimer 0 ,, repeats of UK same conditionally inducible element) or a heteromutomer 
(i e a mi«tu,e of different conditionally inducible elements or variations thereof). 
, 'onditionallv inductile elements (.. 8 ., consensus seouenccs htown in the art) are usually 
between about 4 and 100 nucleotides in length. The eondttiona.iy .nducible element may or 
roa> no, be active in most ceils, but under non-ind^ingconditions. the Uttr situauon > 

prefa ,ed. ^« »f -onrtittonaii , in n i -'rm^ W thr iwnnnn resma 
L _ui_,m. h. ' ^ — r" "•""'"■ l " Mil "' MMiri 

ni^ionriuJljM M) ^nts hnnnrt by mm lW hi.....--i" ,nn,cri p.ion fic»°M (M I r-U . 
,,„ , r — ^nr,nse elemen ts- hormone rapew Hements; Nl-H 

,« P"nsc elemc — ' "-' r"°* h faclor re a """' t: d*" 1 "" 3 - 
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FXWfMT B> MARKED VERSION OF AMENDED CLAIMS 

EX SERIAL NO. 09/723,326 

' (ATTORNEY DOCKET NO. 10989 004-999) 

(As amended November 6, 2002) 



more 



1 (Amended) An isolated expression vector comprised of (a) one or 
sUcncer elements and one or more condiuonally inducible elements to form a 
.lencer-indurible region, and (b) a promoter « operative linkage with at least one 
sUencer-inducible region, wherein sard promoter is thereby regulated by Sai d at least one 
silenccr-induciblc region, and upstream of at least one nude^g^ 

[expressed region]; said expression vector under an inducmg condition expressing said at 
ta* one .j^^nc^ [downstream region] in an amount greater than express^ of 
said at least one ouclepiid^e a «cn £ e [downstream region] without said inducing condmon. 



3. (Amended) The expression vector of claim 1, wherein said promoter » a 
manunalian promoter aetive in ^UmMM [several] different tissues 

4 (Amended) The expression vector of claim 3, wherein said mammalian 
promoter is active in one or more [different] tissues selected from the group eousisUng of 
cardiac muscle skeletal muscle, voscular endothelium, brain, retina, kidney, liver, lung, bone 
marrow and spleen. 

6 (Amended) The expression vector of claim 5, wherein said cell-type specific 
promoter is selected from die group consisting of a cardiac muscle-specific [promoters] crornoter, 
a skeleul muscle-specific [promoters] prnmntel, an endothelial cell-5pecific [promoters], a 
neuron-specific [promoters] !«r. a gh-pecific [promoter,] promoter, a retma-spectfic 
[promote,.] mum. a kidney-specific [promoters] Koinoter, a hver-specific [promoters] 
promoter, a lung-s P ecific [promoters] jssb&b. a lymphocyte-specifrc [promoters] Bl^er, a 
myclo.d-speeific [promoters] wwm. and a tumor-specific [promoters] promote 

7 (Amended) The expression vector of claim 1 , wherein at least one of said 
silencer element, is a neuron restrictive silencer (NRS) element tp_wlnch [bound by] neuron 
restrictive silencer (NRS) transcription factor binds. 
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11 (Amended) The xpresston vector of claim 1, wherein at least one of said 
conditionally inducible element, is , hypoxia response enhancer (HRE) element **** 
[bound by] hypoxia inducible ftcwr-1 (HIF-1) transcription factor binds. 

13 (Amended) The expression vector of claim ill] L wherein HEdiocsnot 
bind satd HK R element [is not bound by HlF-la includmg for example mctallotmonem I 
(MT-l) and metallounoncb U (MT II) bound by metallothtonein uansenphon factor-1 
(MTF-1)]. 

16 (Amended) The expression vector of claim 1, wherein at least one of said 
conditionally tnducible elements is selected from the group consisting of a metal response 
[elements] ^ (MRE), a heat response, [e.ements] 4m. , hormone response [elements] 
dement, and a growth factor response [elements] clement. 

1 v (Amended) The expression vector of claim 1. Wherein at least one of said 
conditionally induublc clement, is an N F-kB responsive element tc^uch [bound by] 
NE-kB transcription factor binds. 

18 (Amended) The expression vector of claim 1, wherein s»d at least one 
^.^^^ [expressed region] is [selected from the gro.m consisting of] , functional 
coding regM [regions] ul^nr H-ttnrt from th^onp conning of few debated] 
adenosine deaminase, angiopoietins, apoptosis mhibitor protein [p.otctns], aog.otf.tin, B-cell 
CLL/lymphoma (BCL2), catalase, deoxyribonucleic, DT-diaphorasc, endostatm, 
crytluopocitin, fibroblast growth factors (FGF), fumagillm, 13-globin, 6 lutathione. peroxidase, 
granulocyte-colony rimulring factor (G-CSF), granulocyte macrophagecolnny stmuJlatm* 
factor (GM-CSK), heat shock transcription factor, hepatocyte growth factor (HGF), 
interior*, tissue metalloprotcmasc mhjbitor [Mnbitafs], nitric oxide syndics, platelet 
derived growth factor [factors] (PDGF), prohierin, somatomedin C (IGF-1), superox.de 
dismutase, survivin, thymidine tissue plasminogen activator, tumor protem p>3 

(TP53), urokinase, and vascular endothelial growth fetors (VEGF). 

1Q (Amended) The expiession vector of claim 1, wherein said at least one 

iuence [caressed rc^on] is [selected from the group consisting of] a funcnonul 
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20 (Amende The expression vector of claim 1. wherein said at least one 

(expressed r=*ion) is [ac.«o..d from ft. e™P consisting of] , functional 
SSBion [ P or.,ons) of , sens r 8 e»=s] ssJ^su^UsmJie^^ 
MDM A tumor prolan p53 (TP53), cndothelin-l, tumor necrosis feoriffiB [actors 
(TNFs)]. imaleukm 1"-^], iffl.demui^) lin.erfe.ons <JF*)l 
growth f^riVEffi [factors (V eGFs)]. and other eytokmes^ter^^ 
^j^asin^sd in me antisense onentation relative to said promoter. 

21 (Amended) The expression vector ordairn 1. wherein at leas, one silencer 
element and at least one conditionally indue*,* element are heterologous * respect ,0 each 
oiher [in said silcnccr-inducible region] 

22 (Amended) The expression vector of claim 1, wherem at least one silencer 
clement and one optionally inducible clement are arranged within 500 nucleotides of each 
other [in said silencer-induciblc region] . 

73 (Amended) The expression vector of claim 1 which is a plasmid Hesentinjt 
fc.^tfo^ 

cons.sting of electroporation, [naked DNA delivery,] microinjection, and infuse. 
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